Supplementary Figures
Free energy contributions by the interactions between the ligand and the α4 main chain atoms of Y149, F150, Q152, and the side chain atoms of T154.
Calculating the probabilities for the projection clusters
The clusters in Supplementary Table S2 were obtained by searching the local density peaks of the projection distributions shown in Figure 6 . We have noted that Rodriguez and Laio 3 have developed an automatic and robust clustering method based on searching local density peaks. We thus used an adapted method to count the cluster probabilities. Since the number of the structure coordinates in our trajectories is quite large, we used the distributions of the trajectory displacement projections along the first two principal components (Fig. 6) as the clustering objects. That is to say, we used the densities on the grids, searched the local density peaks, and assigned a cluster number to each grid according to the method developed by Rodriguez and Laio 3 . The advantage of this protocol is that it gives qualitative results and keeps the positions of the density peaks equal to those manually picked. In practice, we dropped the grids with quite small densities (less than 0.05 nm -2 here) to further accelerate the calculations and sharpen the clusters with clearer boundaries. Once the clusters were determined, the cluster probabilities were calculated by integrate the densities on the grids.
